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(57) Abstract: Compounds of the general formula (|) or salts thereof; and activators of PPAR 8 (peroxisome proliferator activated 
receptor 6 ) containing the compounds or the salts as the active ingredient: (I) wherein R* and R^ are each hydrogen, Ci.8 alkyl, an 
aryl or heterocyclic group which may be substituted, or the like; A is oxygen, sulfur, or the like; and are each a free valency, 
oxygen, S(0)p (wherein p is an integer of 0 to 2), C(=0), C(=0)NH, NHC(-O), CH=CH, or the like; Y is optionally substituted 
Ci.8 alkylcne; Z is oxygen or sulfur; R^ and R^ arc each optionally substituted C^ alkyl; and R* is hydrogen or Ci.8 alkyl, with the 
proviso that when is a free valency, X^ is not O or S(0)p, while when X^ is C(=0)NH, X^ is not a free valency. 
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DK ES, Fl, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR), 
OAPI «K (BF, BJ, CF, CG. CI, CM, GA, GN, GQ GW, 
ML MR NK SN, TD, 7X?;<Dti3ta>fc A<7)aj|i Lxr/ 
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^^L. X'St?X^y:Sg-&^. S (0) p (p(i0'-2O^IS=£^^ 

„ ) , C ( = 0) ^ C (=0) NH. NHC (=0) . XJ±CH = CH^^^U 

•To fib. X'*»ie^#©i:&. X^ttO. S (0) pt*<. ^feX'i^C ( = 
0) NHCDi:^. X*H:i^'&^'t?5&V^o ) 

T^^ns-fb^tJ^ b < tt^®^. MVCicn^fe^Siifife^i: bT^#^S P P 
AR(5©tS<4^b^Jfc:li-r5c 
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— A (peroxisome) {d:ffij1ittl®|ffl|S4>CB ?>ti-5 
5o '^;b:t^S/V — AiiJB^J (peroxisome proliferato 

'i'>y-bv> (Isseman) ^tJ;t) C©^;i/;r^S^V — AJfJi^Jtc j;c)T 

eroxisome proliferator activated rec 
eptor:PPAR) t-^^^fhtco (Nature, 347, p645-6 
5 0, 1 9 9 0) 

TP ARticnS-ePPARa^ F P AR 7 jSi.XfP P AR 6 (DSUOD-y • ^ 
^ ro^^t^mm^fiXl^^^o (Proc. Natl. Acad. Sci. US 
A, 91, P7335-7359, 1 9 94) " 

±3ilib/fe7^ hmmMi±:L(Do^PPARaizMbV-^> h*^j}^^^b 

tt!:mmmf^mMX$>%^T'JVi^>t^:t>mh^m (Troglitazo 
ne, Rosiglitazone, Pioglitazone){±^ PPAR 
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T*^^n?.YM- 1 6 6 3 8 {\h^\^mm) mm^nxi^^^o 

GW- 2 4 3 3 tATy'a-/^m.ihm(D^l^RXJF^mmt brO^ffljJj^WO 9 2 

/1 0 4 6 8{3i3®^n> L - 1 6 5 0 4 nmmm^mm'PW.mmntiyX(o 

m^ifiVifO 9 7/2 8 1 1 5{;:fBffi^lXs ^bTYM- 1 6 6 3 8K:ov^T{iW 
0 9 9/0 4 8 1 5 l^;^^D-;i/fg-Fftffis L D L -=i P-;i/{g 

#(JBC, 272 (6)^ P3406-3410, 1997;Cell. 99 

, P 3 3 5 -3 4 5, 1 9 9 9) t^U^tiXl^^^o 




i^mmm5 5 8 0 6 XX^Ikl (J. Immuno 

1. Methods, 207 (1), 23-31, 1997) Ctt^J^T'^^ti 
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^^ ±tB^il'H#^5 5 8 0 6 2 ^i5r^{3{i{ti^tlA«hD>lf>^J, j&HI^ 

mmi^izmt^\foo 1/4 0 2 0 7i^m^&m^n. ^tzPFARmmmtL 
0 0 1/16 12 oi^mm^m^nxi^^^o 

^<Do%s woo 1/4 0 2 0 7{i*||jb^tl}3*5{t-SXi/{p'C ( = 0) NH 
T-s X2;{)J^^^fc;ffilb. WO 0 1/1 6 1 2 0{±*M^b^?^(C;}3tt§X^ds 
^^^T% X^dso. S^M^^sci:*^e,fpiti*)*JIS^b^tii:{i#Ji±s ffi 
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m) ^mt?>yt^~Wi^ (i) x-m-^ti^it-^m. tib-sss (t d T-*^ti 
?>:t^v-'j-)mmi^. ^i^rm-Wi^ (iii) -ts^ns^r^ -)mmi^^ 



j^^lS 2 ~ 8 ©T^l/^^P-;!/*. 3^7 mMOPi/U 7 J]^^)V&^ 3-7 
^Jl^^s S (0) p (py:0-'2 6D^i^^^-ro ) s c ( = 0) s c ( = N-0 

R") CR'it7mmi'xi,t^mmi--8 0T)]y^)m^mto ) . c ( = o) n 

Hs NHC ( = 0) . SOzNH^ NHSO^, CH (OR') (R'ttTR^Ji^X 

it^mmi-^QcDTjv^jv&^mto ) s ch=ch> xa:c=c<&sbs Yit 

MMii^s^bx R'Rt]pR'ti^fi^nm±vxm^&^^i^x\^^x%]^\,^m 
m^i--8(DT)i^)i&^m\^, ^LxR'it7i^mm^Mt^mmi'^8(DTji 

{Mb^ X't^m^^Ot^. X^tO. S (0) p■e3&<^ *feX^>{)SC ( = 0 
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^tc:^%mim(D~^^ (IDs 




(") 



D >Ji?-eBife^nfcj^^ic 1 ~ 8 0T)i^jv^^ ^mWL 2 ~ 8 ©t;!/ 

7';i/^;i/§15ia-®j^^icl~4) ^ 7xr:;us, -ry^ji^ms \^Vi^)V£^ ^3:- 

U X^i^SltJ^X^Mi^n^mi^bTi^-^^s S (0), (q(iO-2®^iC<£ 
^■To )\ C (=0) . C ( = N-ORi«) (Ri''{±7jcmJ^^X{d:i^^i!(l~8 
(DTJl^JVm^mto ) s C ( = 0) NH^ NHC ( = 0) ^ S02NH^ NH 

SO2, CH (OR'^) iE'''i±^mm'fxit^mmi--8<D'r)]y^)m^mt 
o ) s cH = cHs xitc=c^m\ys YHtmm&thx^mmi--8(DT)\^ 

^jvm^ b < It^mWL 1-8 (DTJVzt drS/S<£^ bT V^T 4) 1 ~ 8 © 

T;v=3f-^>0?^Sbs ZMd:^mM^XMMi^-?S^b> ^bTR'^SU^R** 
{i ^ n ^ n?>b^ b T Miia b T ; N D y > M^x iij^^ilf 1 ~ 8 0 T ;i/ =1 
bX v^T 1 ~ 8 0 7';i/^;i/a^^-ro 
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fibs X^'i^m-^^CDt^. X^'UiO. S (0) pT-«:<s ^t-X^'i^C ( 

= 0) NHoiigs x'^itm-^^rtjti^^o ) 

^ ^ n 5 :t ^ it \/ ^ OiSfc M f 5 o 
tfe*^B^(is ^€>-^Si (III) s 



tTAD>f>Ji^, zK^Sx -hDSs :r^yaSx i^^iScl-8©5';i/:3^;i/*s 

1 - 3 m(D^\D^>m^i!mn^ntc^mB. i - 8 ® t;i':3p;i/|£s j^mis i - 8 

>>Ss 7x-;i/Ss '^>\/-r;PS^U < t U 

;i/=3p;i'S^©Mfilfti ~4) . 7x:^;i/*, ±7f-;i/*s trui^;i/as 

X X'i2^t>'X''^{i^ti^-m43:EbTiS-&^s S (0) ^ (r{iO~2©M^^-r 
o ) s C ( = 0) s C ( = N-0R2«) (R'"'a:7jc^ii^xy:^mi(l-8 07' 
)l^)im^m.to ) s C (=0) NHs NHC (=0) s SOjNHs NHSO2 

, CH (OR^') (R''H:*^Jii^x{iM^icl-8cDT;i/^r;i/a6^^t-o )s 

CH=CHs R\i^C = C^mVs YHtmm&t\yX^mBil--8(DT)l^)V& 
< ~8®7';l/=I^i/a^^bTV^T^)^V^^^ilf 1~ SCT;!/^ 

l/>^<&Sbs ZMi^^ii^Xi«^ig^<£*bs ^bTR'^'Zitl^R^Mi^tl 





(111) 
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T' ^ ^ n S ^ V* ^ ® H -r s o 

Mjdtfes *i6B^{i±iB-j!e^ (I) xm^ti^^-^m^ ±i3-iag^ (id 

±I3-J^S^ il) }z^\^X. R\ R\ R\ R\ R''JSLUR'0^mWl.l--S 

(DTjv^ji&tLXlts p<f•;^*^ 7'Dtr;i/Ss -f vrn :r 

R^RXfR^(D^m^2'-8<DTJV^=.)]/mtLXii±. ;i}l^j]/&i^miif ^ 
R^RXJ^R^(D3--7 MM(Dty^vr)l^J]/&t\^Xit^ ^ 13 )V&s 
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^mmi^8(DT)v^)m y'ti}^)^. i-rv 

7^y^M^> iil^il^x s 7mm. -ho«, g^T^y 
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7x-;vS> 2 -7;i/:tP7x-;i/X, 2 - h U 7;i/;tDp< 5^;i/7 x 4 

-^DD-2-t: h'D^>>7x-;i/as 2-p<5=-;i/7x-;i/Ss 4-:/5^;i/7x 



&i^^Lx\^^x<hM\^^mm&tmm-^m^Mxm^^tix\.^x%M.^^o 

Yltmm&tiyX^mW:l--8<DTJV^)m i;<^;V&s 7-Dt!;V 

nm&tvx^\uvymi' {y^ymm^. i^mm^s mmm^m) Kimmmi 

±fB-IK^ (I I) {3:fev>Ts R'». -R''RUR'''(D^mmi--8(DT 
Ji^)vmt\^xits 7°di^;1/»s v 7*0 
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x-;i/^, :^75^;l/^, t:';i^;i/a> 7U;i/a> =^yu;u*x ^> 

r;i/=3p;i/S ( h u 7;i/:tD^^;b»> h u 7;i/^dx^;i/S^) , j^^i^ti-s 
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^n^ti±iB-l^ie (II) ©R' \ R'^ R'S R'S R'*, R^^:Rt5Y 
(1) if%mi\j^m}ihX\t. ±lB-^5^ (II) ■??^^n§:t=¥-9-v-;i/M 

(2)Sfe. *^BJ<b^tli:bTH:> ±fB-ja§^ (II) X^^m-t^'^^J- 
(1) T% X'^^^Si^^^s C ( = 0) s C ( = N-OH) s c 
( = 0) NH^ NHC ( = 0) , CH (OH) XtiC H= C HT*^S:t^■t^^/- 
(3) Sfe. *^BJ>fb^tltbT{±x ±IB-«S^ (II) xm.-^f\,^:t^^'J 
~)VmmW5L\±±.m (1) gb<{i (2) T% R^jfJ^S^ailbTAD/fVii^ 
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(4) ^fe^ ^:^0^<b-&i^^ bT{±^ ±f3-j^^ (II) x-m^n^^^v-'j 
-jmmi^Kit±m (i) ^u<ii (2) t% R'^i^y ^^-jm, 2-^pp7 

3 DD 7x^;i/^^ 4-^DD7xr.;VS, 2, 3-S;^^DD7 
x:^;i/a, 2, 4 -S^^DD7x:::;i/*, 2, 6 -5^^^ D D 7 xr:;!/^^ 2-7 
;i/:tD7 x-;i/S> 2 - h U 7;i/:t o ^;i/7 x 4-;?DD-2-hK 
D:3ri^7xii;i/a^ 2 -^^;i/7 x-;i/as 4 -:/f-;i/7x -;^ax{i:^:7^;l/ 

(5) Sfcs ^igBj-fb^i^ii bTfis ±13-^^ (II) -^^^nsrt^-y-v^ 

-;i/^##:X{i±l3 (1) ~ (4) Xs R'' -^mmm 1 8 OTJl^jmxit 1 
~ 3 ffl 0 A D y > j^^ em ^ tl j^^it 1 ~ 8 © r ;i/ ^;i/^T- ^ €) :r =^ -t?" - 

(6) tfes ^^Ra^b^ti^bTiis ±iB-«9:^ (II) i!m^n?>^^i)''J 

(7) Sfe. *^Bj<b^i^i:bT{±s ±E-jKie (III) •^m^n^f-T'J- 
(8)tfex *^H^ib^t)i: b-CJis ±13-)^^ (III) xm^n^^T'J-)]y 
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= 0) NHs NHC ( = 0) , CH (OH) X(±CH = CHf $ ^T^J-jm 

(9) ^fes *^0J<b^tli:bT(d:s ±IB-^5^ (III) X'^^h^S^T^J- 

)mmi^xit±m (?) ^L<y: (s) t% R''i^Wim^tLx/\u^ym^^ 

(10) ^fe. ^^BJ^b^tlilUTJis ±i3-)^5& (III) xm^fi^f-TV 

-;immi^xii£±m (?) ^u<{i (8) x. r^^as^x^z;!/*, 2-^^007 

x:z;uS, 3-^PP7x::i;i/a, 4 - ^ D D 7 xr:;v^, 2, 3-i^^PD7 
xr:;i/S, 2, 4-J^^DD7xn;i/^^ 2, 6 - ^ P D 7 xr:;i/Ss 2-7 
■ ;l/:^^p 7 X 2 - h U 7;i/;tPp<5^;i/7 x-;i/a^ 4-^DP-2-th* 
p:^fi^7x^;i/a, 2 -p<5^;i/7x-;i/^, i-^^jiy^i-ji^xiti-y^Ji 

(11) tfes *^0j^b^^fc tT^x ±fB-jie^ (III) T-s^ns^^Ty 

-;Uil##:3^(i±fB ( 7 ) ~ ( 1 0 ) T% R^'' i^j^^if 1 ~ 8 

(12) Sfctfex *^B5<b^tfJ;bT(is ±fB-^^ (III) T-^^tiS^ 

T'j-jimmi^xit±f& (7) ~ (1 1) T-s R^»©fi^t4ad^^Tv^-;i/^© 
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^bTR^. R^ R^ r\ r», A^ x', X', YRxj^zitmmtmi^o ) 

^S; (a) T"S^ns:7 3iy-;i/X{i5^:t7 xy-;i/'fb^tiii-^^ (b) T-^ 




(a) 
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(1) 

^^^^^^yOH BnBr^CPj /acetone ^^j-^jf"^" BO^Et ^aH/Et20- THF 

f 

1) "'~V^"*' 'NaH/THF ^ 
° 2)cHa/AcOH 

(2) 




\ 
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A»0,S,NH 
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1) R» 

2) ^a>m,mm 



1) R^-^^(CH2)„C0CI 

W ^ R^-^(CH2U H 



Hal 





2) W<DIK«^ ^"OH 



R=H,Me etc 
A=0,S,NH 

4, L i A 1 H4^®ii7C^J^fflV^ ( 1 - 1 h* D^i^T;i/^;i/) 7xy-;i/^(i^ 
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;VMm7 x7-;i/#:^s tfc7'^>;i/^D U KJir^U >M^HJi&^-B--Scii:T* 

e>icMM-ri. ^ i:TO TiyJlT ^ 7 8^7 x7-;i/ 
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(d) 

TR^ R^ R*> A> X^ X^ YStJ^ZJisulBJ^I^l^o ) 
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7X^^b:>-hU'>A. 7jc^^b*Ue7A. 7i(.mihV^^2^moik iP 
(e) 



Z — C— COfeR^ 



(0 

S R^ R\ R», A. X'StJfZfiHufBilllDo ) 

=m^^) fix -lieiS; (e) '^m.^n^^vy ^ yw^:x.if Pt-C 
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Z— C— CQzRp NH2 



(9) 



R2 

OH 




Z — C— Cp2H^ 



(h) 

(i^cf, R', R^ R\ R», X\ YStJ^ Z {iluIBi:!^ ) 



t^C ( = N-OH). ) {i. -Wt^ (g) T-S^nS-^ h >i*:l3fc KD^S^;i/T^ 

> ?^ftffl ^ -a- CI i: 5 c ds-c* t s o 



(1-1) (I -a) T^^tlS^^i^ : 

gp*.x ±t3-ias^ (I) x-m^fi^ih'^mx. a=o. z = o> r» = h-^> 



C ! 



CpgH 



(l-a) 
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BSa A>» » t .BOB 


(2-cO:7x-;u 










CH^CHj, 


C=0(4) 


(4-ci)7xr:;u 










CHjCHj 


C=0(4) 


(2-ci):7x:=.;u 
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(2,4-Cl) 7 A ^-^V 


^ y y a f ;b 




y >p 




CH2CH2 


C=0 (4) 


(2-0H.3.4-Me)7 x - 


y 7' o f ;i/ 


/ ^)\^ 


y 




CH2CH2 


C=0(4) 


(2.4-F) 7 X 


^ y 7^ a f >l/ 




y >i' 




CH2CH2 


C=0(4) 


(3,4,5-Me) 7 X - 


^ y 7' o t* ;v 




y ^ >p 




CHjCHa 


C=0(4) 


(2-0H,3.4-Me) 7 x - 


4 V7 x3 




y -^^ ^1/ 




CH2CH2 


C=0(4) 



47 



wo 02/14291 PCT/JPOl/06836 



4] 





R2 

i\ 


K 


R 


X' 




- 

&«) 


(2-OH 4-CF ) 7 =. Ai 


J «y <V lo* ll. 


/ >u 






CH2CH2 


C=0(3) 


(2~C1 4-OMe) 7 *. - 


A / 7 o c ^^ 


/ 


7* cr f ;p 




CHjCHj 


C=0(4) 




-1 y 7 o t ;i/ 


/ ^ >p 


/ 




CHjCH^ 


CsO(4) 


1 - 7 * JI/ 


-1 y 7 o t >l' 




/ ^ )l 






CH=CH(4) 




4 y y o If >i/ 


/ f 


/ ^ )l 






C=0(4) 




y 7* C7 f >!/ 


/ ^ >i/ 


/ ^ )V 




CHjCHa 


C=0(4) 


o / 'f fV 


y y t7 


/ f ;p 


/ 




CHjCHa 


C=0(4) 




y y o f 




/ )l 






C=0(4) 




4 y y o f >p 


/ >p 


/ ^1/ 




CH2CH2 


C=:0{4) 


^ J. — 


>f y 7' o f >v 




jf ^ >l 




CH, 


CH=CH (4) 


9_ -7 35 — il. 


4 y y o e: >w 




/ ^ )V 






C-0(4) 


9— V 5 -9* *X il II. 
^ ^ 7 ✓ ■/ 


^ y y o f >u 


/ >!/ 


/ 




CH2CH2 


C=0(4) 


2->f > K »| >l/ 


4 y 7' o f ;i/ 


/ 


/ >v 


4i >v ^ 


CH2CH2 ( 


^=0(4) 


2 — s > y 7 ^ ^ >l/ 


y 7' o tr 








CH2CH2 ( 


5=0(4) 


2 — s> ji^i/ 


Y y y o /I/ , 








CHgCHj C 


:=o(4) 




^ y y o f >u > 






^4^4 


CH3CH2 C 


.=^0(4) 



^7.% K (GAL4-hPPAR(y LBD) . \y^^-^-y=.y^^ Y (UAS 
X4-TK-LUC) 3.VF/3-iJ=^^Yt,^-^i (^ff-GAL) ^i^r^X^ K 
^U7}<7x^i.3>^^DMRIE-C (Life Technologies 
) K:«J:!3 h7>:;^7x^^ *^B>9<b^tfX(il:b®<b^t/-??&5L - 1 6 5 0 



48 



wo 02/14291 PCT/JPOl/06836 

i^s ;^^>7x7—^f?S^4H:;5-GAL?S^4•^MiEb^ L- 1 6 0 4 lT'^iQ!a 

S2 SiBIKcD^fcs ^Ic^BJ^b^i^ (^»J 1~6) {iL- 1 6 5 0 4 1 iztt-<. 

I1C<^2 6i3i8O^(c*^0J^b^tl (ll»J7- 6^) {iL - 1 6 5 0 4 1 

•^tl (^»J7-12^) {c•:?V^T{i^ FP ARaR-ar^mm^izkh-^.. F 
P A R <5 UMtRttOl^l.^tgtt'fb^ffl ^ b o 

tfe^2 7i3m©^i{c*^B^'fb^i^ (mmm8-i--8-4) {^l - i e 5 o 
4 1 tib-^s ^titmmxit^tii>A±<DPF AR6m\iitim^^s{^tzo 

^^eoT^ 2|s:^BJ©-Jig5S; (I) T•^^nS<b-^t)H:^ mtitcF F ARdm^h 

m;tf>^®^M5«s T)l^i^/\-C^-m. ik&^mm. (Ma ho H 

. et. Al. , (2000) J. Biol. Chem. , 275:8126- 

8 1 3 2) s A--fe ]^^mmm, wm^Mpy^. h^y ^ -mo^m. $>^\^^i±mm 
mutT^tz&izit. mmoii^m^miziBif ^m.n(D:^mxmk mm.m. m 
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^Lfi^cDmmat. mommk i^^m. mmu ^m. ^mitj^ 

-7.-h)\^^yt>h (CMC-Ca) mm\^\yX\^. 7.7-7^)ym^^% 

c) . -If 7^>s t:-;n::D u h> (p vp) 5&:if;t^#(f e)tii)o 

0. Img-lOOmg, mun-^X lBling~2000mgf&-S3i»Js 

2 - [4- C3- [2- (2-^PP7x-;v) - ^ ~ ^ V ru\l)),- A 
(1) 4- [3- [2- (2 -i:7pp7:c-;i/) - 5 --Y vrPlf;i/-4-;t=3e 

•!^-yu;b] 7°Pt::t-;i/] 7317— ;i/ 

*^^bfeTHF (5mL) I:: 6 0 %zfc^flj:>- h U A (40mg, 1. 00mm 
o 1) ^iP^feo ,^V^T2- [ ( 4 -^>i^;i/;r^S/) ^V^Z-f 
(300mg, 1. 00mmol)©THF(5mL) ^r^^3 O^S^f^tf^gTU 
fco ^M{::llb3 o^^#bfe^s 4-3-H7{^;i/- 5--r V7•pt:;^-2- 
(2-i>PP73l-;l/) :t^i^vr-;i/ (3 6 2mg, 1. 0 0mmol)?&AD^ 

B^fcs^^ (3. omL) -^i:^^ (0. 8mL) ^liw^^mmiimmm. 
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^{b-^tl^^^e^i^Bl (2 3 Omg) tiyXmtco m^6 5%) 
IH-NMR (CDCI3, 4 0 0MHz) 
6 : 

1. 32 (d, 6H, J = 7Hz) , 
2.9 6 (t, 2H, J=7Hz) , 
3. 15-3. 3 0 (m, 1 H) , 
3. 2 7 (t , 2H, J= 7 H z) , 

6. 7 8 (d, 2H, J= 8H z) , 

7. 1-7. 2 (b r , 1 H) , 
7. 3-7. 4 (m, 2H) , 

7 . 4 5 - 7. 5 0 (m, 1 H) , 
7. 7 9 (d, 2H, J=8Hz) 
7. 9 0 - 7. 9 5 (m, 1 H) 

(2) 2- [4- [3- [2- ( 2-^DD7x-;i/) - 5 vr n 4 
-:t^-t>-v^'J;i/] 7*Ptr:t-;H 7x:^;^3^:api/] - 2 i^^j-^^ji 

±iB ( 1) "^fi^nfe^ xy-;b'fb'^i^ ( 2 2 Omg, 0. 5 9mmol)s 
2 -yp^- 2-^5^;i/7°n t::t>^j:5^;i/ ( 3 4 8mg, 1. 78minol) 
s ye7A(246mg, 1. 78mmol) ^;bx^;i/>5r h > ( 5 m 

L) nzmm^-^tz'^s 2 onmmmmm^htzo mui^mhtz^s ^mm^^m. 

^i^^lifeWt) (2 3 Omg) libTUfco (iR^8 1%) 
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IH-NMR (CDC 1 3, 4 0 0MHz) 
6 : 

1. 20 (t, 3H, J = 7Hz) , 

1. 30 (d, 6H, J = 7Hz) , 
1 . 6 4 (s, 6 H) , 

2. 96 (t, 2H, J=7Hz) , 

3. 10-3. 2 5 (m, IH) , 

3. 34 (t, 2H, J = 7Hz) , 

4. 2 1 (q, 2H, J = 7Hz) , 
6 . 8 1 ( d , 2 H , J = 8 H z ) , 
7. 3-7. 4 (m, 2H) , 

7. 4 5 -7. 5 0 (m, 1 H) , 
7. 9 1 (d, 2 H, J = 8 Hz) , 
7. 9 0 - 7. 9 5 (m, 1 H) 



PCT/JPOl/06836 



(3) 2 - [4 - [3 - [2 - (2-^DD73i-;i/) - 5 - ^ V 7*0 t:;i/- 4 

±fB (2) T'f#^ti;feJi;^7^;i/#: (220mg, 0, 45mmol) ^x^y- 
^b-yj^ (6mL-3mL) ©^g^^j^ic^M^-B-fe^, 7j<^^h U A-7jcSltl 

(4 0mg) sAD^^feo Mmizx2ommmnms ^jis^^t*. #ji^?£»p^ 

^H-NMR (CDCI3, 4 0 0MHz) 
6 : 

1. 3 1 (d, 6H, J = 7Hz) , 

1. 6 5 (s, 6H) , 

2. 9 6 (t , 2H, J = 7Hz) , 
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3. 15-3. 30 (m, IH) , 
3. 2 8 (t, 2H, J = 7Hz) , 

6. 8 8 (d, 2H, J = 8Hz) , 
7 . 3 - 7 . 4 (m, 2 H) , 

7. 4 5 - 7. 5 0 (m, 1 H) , 
7. 8 3 (d, 2H, J = 8Hz) , 
7. 9-7. 9 5 (m, IH) 

mMm2 

2- [4- [3- [2- (4-^PP73i-;i/) - 5-rtii^J]/-4-^^D-'J 



(1) 4- (3- (2- (4-^^DP7xr:;v) - 5 -r D t:;V- 4 

iR* 6 7 % 

^H-NMR (CDCI3, 4 0 0MHz) 
<5 : 

0. 99 (t, 3H, J = 7Hz), 

1 . 6 5 - 1 . 8 0 (m, 2 H) , 

2. 7 2 (t , 2 H, J= 7 H z) , 

2. 91 (t, 2H, J = 7Hz) 

3. 28 (t, 2H, J = 7Hz) , 
6. 70 (brs, IH), 

6. 81 (d, 2H, J = 8Hz) , 

7. 3 9 (d, 2H, J = 8Hz) , 
7. 8 1 (d, 2H, J = 8Hz) , 
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7.9 0 (d, 2H, J = 8Hz) 



(2) 2- [4- [3- [2- (4-^DD7xr:;b) - 5 - r n tr;i/- 4 

^■y-V^'J;i/] 7'Ptf;t-;V] 7i::i;i/;t^S/] - 2 -p<5^;1/7'P t^:t>^ 

5 9 % 

'H-NMR (CDCI3, 4OOMH2;) 



d : 














0. 


9 8 


(t, 


3H, 


J = 


7Hz) 


9 


1 . 


2 1 


(t. 


3H, 


J = 


7H z) 


i 


1 . 


6 4 


(s. 


6H) 








1 . 


7 0 


- 1 . 


8 0 1 


(m. 


2H) , 




2. 


6 8 


(t. 


2H, 


J = 


7 H z) 


i 


2 . 


9 1 


(t. 


2 H, 


J = 


7H z) 


9 


3 . 


3 2 


(t, 


2H, 


J = 


7 H z) 


3 


4 . 


2 1 


(q. 


, 2 H, J 


= 7 H z) 


6 . 


8 2 


(d. 


2 H, 


J = 


GHz) 


9 


7. 


3 9 


(d. 


2 H, 


J = 


8 H z) 


3 


7. 


8 9 


(d, 


2 H, 


J = 


8Hz) 


3 


7. 


9 1 


(d. 


2H, 


J = 


9 Hz) 





(3) 2- [4- [3- [2- (4-^DP7xr:;i/) - 5 -^Ul^)]/- 4 -:t 

=^f-\;u;i/] rDt::t-;i/] 7x-;i/;^-d|pj/] - 2 -^5";i/7'd 

iR^ 8 4 % 
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PCT/JPOl/06836 



'H-NMR (CDCI3, 4 0 0MHz) 
6 : 

0. 9 8 (t, 3H, J = 7Hz) , 

1. 6 8 (s, 6H) , 

1. 7 0 - 1. 8 0 (m, 2H) , 

2. 7 0 (t , 2H, J = 7Hz) , 

2. 9 1 (t, 2H, J = 7Hz) 

3. 24 (t, 2H, J = 7Hz) , 

6. 8 9 (d, 2 H, J = 9H z) , 

7. 3 9 (d, 2H, J = 8Hz) , 
7. 89 (d, 2H, J = 8Hz), 

. 7. 8 9 (d, 2H, J = 9Hz) 

2- [4- C3- [2- (2-:^PP7x-;i/) -5 vrpfc:;i/-4-;j-# 

7°P 



(1) 2 - [4 - [3 - [2 - (2-^7PP7x:n;i/) - 5 --f V 7"P b;!/- 4 
-3j-=¥-!?-y';;H ( 1 -t HP ^ >') T-Pl^;!/] y 3L=.)V:t^i/'] -2- 

2 - [4 - [3 - [2 - (2-i?PP7x-;i/) - 5 --f V7°P b°;i/- 4 
*1^-\;U;i/] rpt::t-;i'] 7xr:;i/;r*>>3 -2-^5";i/rPt^:t>^3:5^;i/ 
(60mg, 0. 124mmol)s t K P ^ >ig^i® ( 2 6 mg , 0 

. 3 7 2mmo 1) ^t:'J$;> (2mL) -x^y-;i/ (3mL) It's 2 Ol^S 
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&^^vnm\zm^m^^i:^^mmih^i^ (4 5mg) ^mtc^ 

(1R^7 4%) 



'H-NMR (CDCl,, 4 0 0MHz) 

1 . 2 0 (t , 3H, J= 7H z) , 
1. 22 (d, 6H, J=7Hz) , 

1. 5 8 (s, 6H) , 

2. 8 6 (t , 2H, J= 7H z) , 
2 . 9 5 - 3 . 0 5 (m, 1 H) , 

3. 1 3 (t , 2H, J = 7H z) , 
4.19 (q, 2H, J= 7H z) , 

6. 7 8 (d, 2H, J= 9H z) , 
7 . 3 0 - 7 . 4 0 (m, 2 H) , 

7 . 4 0 - 7. 5 0 (m, 1 H) , 
7. 53 (d, 2H, J = 9Hz) , 
7. 9 5 - 8. 0 0 (m, IH) 

(2) 2 - [4 - [3 - [2 - (2-^DD7a:-;u) - 5 - ^ V ^ti KJV- 4 
U;U] ( 1 -t HD:3rS^'l' ^ y ) yu\^)\y'\ 7 x:^;i/;r=^^>] - 2- 

±f3©:t^i^A^3i<*: (4 Omg, 0. 0 8 mm o 1 ) ?&x^ y ( 2 m 

L-lmL) (DU^mm\Z.mm-^^f^'^. zk^-fbU^^-^A-TKlPtl (lOmg) 

^^ @^^j^^;v<^iD^fco T^-^mnxymn^m^i- V ^) ^ 2x 

#1^ 3 5 mg^#feo 
(M9 2%) 
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'H-NMR (CDCI3, 4 0 0MHz) 
6 : 

1. 22 (d, 6H, J = 7Hz) , 

1. 6 0 (s, 6H) , 
2.88(t,2H, J=7Hz), 

2. 9 5 - 3. 0 5 (m, 1 H) , 

3. 14 (t, 2H, J = 7Hz) , 

6. 8 2 (d, 2H, J = 9 Hz) , 

7. 2 5 - 7. 4 0 (m, 2H) , 
7. 4 1 (d, 2H, J = 9 H z) 
7. 4 5- 7. 5 0 (m, 1 H) , 
7. 8 5- 7. 9 0 (m, 1 H) 



4 

2- [4- [3- [2- (2-^PP7x-;i/) - 5 - ^ V rti \^JV- 4 



(1) 4- [3- [2- (2-^PD7x-;v) - 5 -1' V7"P b;i/- 4 
■9-\/U;i/] - 1 -h h-p:^ri^7°P b;i/] 7x7— ;i/ 

7K^'fbUf-e?AT;i/^-e7A (25mg, 0. 659mmol)^THF (5 

mL) {zmm^-^tc^^. 7KI^T{3T4- [3- [2- ( 2 - ^ P n 7 x-;i/) - 
5 - ^ V7*P t:;b- 4 ~:t^1}-'J U;i/] 7°P.b:t-;i/] 7 x7-;i/ ( 2 4 0 mg 
, 0. 6 5mmo 1) ^3^ST*^SPbfeo zKl^TT' ll^^Mi^ Ufe^x MK:^ 

{-^^M^«^^tlT-2feS<iSib^t;^ 2 2 0mg#feo (lR^9 1%) 
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1 H-NMR (CDC13, 400 MHz) 
d : 

1. 30 (d, 3H, J = 7Hz) , 

1 . 3 1 (d, 3 H, J = 7 H z) , 

2. 0-2. 1 (m, 2H) , 

2. 6-2. 8 (m, 2H) , 

3. 0 0-3. 1 5 (m, IH, ) , 
3 . 9 - 4. 0 (b r , 1 H) , 
4.7 7 (t, IH, J = 6Hz) , 

5. 6-5. 7 (br, 1 H) , 

6. 7 6 (2H, d, J = 8H z) , 

7. 2 3 (2H, d, J = 8 H z) , 
7. 3 0 -7. 4 0 (m, 2 H) , 
7. 4 5 -7. 5 0 (m, 1 H) , 

7 . 9 5-8. 0 (m, 1 H) 



(2) 2- [4- [3- [2- ( 2-iJ7DD7x^;i/) - 5 --f V rn tf;!/- 4 



±sB©7x>'-Mb-^tl (llOmg, 0. 29 6mmo 1) ^ 2-7^0^- 
2-p<^;i/7-Dt^:t>^ai^;i/ (173mg, 0. 887mmol). MMi^ U 
(122mg, 0. 887mmol) §^ f-;i/ac:5^;i/>r h > (3mL) izM 

hi777>f- (^=^-t?->/g^^a:^;i/= 5/1) T3iMb2- [4- [3- [2 
- (2-:j7Dn7x-;i/) - 5--r V7'Dl^;i/-4-;tdFi?-\;i;;i/] -i-tK 
0^^7*0 bVl/] 7x:r;i/;t=^i>'] - 2 -p< f^;i/7*D b-;t>^ 
«tJ (1 2 5ing) thxntzo (UmS 7%) 
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ciorn t:>:^>^^#i$: ( 8 Omg, 0. 1 6 mm o 1 ) ^gx^S^ y -;i/-7jc 
(2mL-lmL) OiS^^jifc^P^-y-fe^^ ykmihV^t7M T^m^ (10 
mg) ^ioAfeo ^?ai::T 2 Ol^^ffi^^s «»^*^^bx ^MB^M^^ 

(M7 3%) 

'H-NMR (CD C I3, 4 0 0MHz) 
6 : 

1 . 2 9 (d, 3 H, J = 7 H z) , 
1. 3 1 (d, 3H, J = 7Hz) , 

1 . 5 4 (s, 6 H) , 

2 . 0 - 2 . 2 (m, 2 H) , 

2. 69 (t, 2H, J = 7Hz), 
2. 9 5-3. 15 (m, 1 H) , 
4. 7 8 (t, 1 H, J = 7Hz) , 

6. 86 (d, 2H, J = 8Hz) , 

7. 25 (d, 2H, J = 8Hz) , 
7. 3- 7. 4 (m, 2H) , 

7. 4 5 - 7. 5 0 (m, IH) , 
7. 9 0-7. 9 5 (m, IH) 

mmm 5 

2 - [4 - [3 - C2 - ( 2 -:^PP7x-;v) - 5 - V T'P tf;!/- 4 

(1) 4- [3- [2- (2 -i^ PP7x-;i/) - 5 --I" VT'DbVb- 4 
7°P'^— 7xy— ;i/ 
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4- [3- [2 - (2-^dd:7x-;i/) - 5 vt'd tf;i/- 4 -^^■y-V' 
U;v] - 1 -11 HP^S^T'Dt:;!/] 7xy-;i/ ( l l Omg, 0 2 9 6mmo 
1) , /-^^ h;i/x>:;^;i/:«^>^-zklDtJ (17ing, 0. 092mmol) 

(2mL) 4'-?2 OI^MM^bfeo M©^g^^5l^^. yki^i^lf 

3 Omg) thxmtzo 

mm2 8%) 

^H-NMR (CDCI3, 4 0 0MHz) 
6 : 

1. 3 4 (d, 6H, J = 7Hz) , 
3. 10-3. 2 0 (m, IH) , 
3. 4 5 (d, 2H, J = 6Hz) , 
6.15(dt,lH, J = 6,16Hz), 
6. 3 4 (d, 1 H, J= 1 6Hz) , 
6. 3 6 (s, 1 H) , 

6. 7 0 (d, 2 H, J = 8 H z) , 
7.09(d,2H, J = 8Hz), 

7. 3- 7. 4 (m, 2H) , 
7. 4-7. 5 (m, IH) , 
7. 9 5-8. 0 0 (m, IH) 

(2) 2 - [4 - [3 - [2 - ( 2 -^dd:7x-;1/) - 5 --T V7°d bVl/- 4 

±5i&07x7-;vM^i*: (3 Omg, 0. 0 8 4mmol)> 2-:/D^-2 
■~/5^;i/7'Dtf:r>^x5^;i/ (5 Omg, 0. 2 5 4 mm o 1 ) s U A 

(35mg, 0. 2 5 4mmo 1) 5^;i/x^;i//r h > ( 3 mL) izlg^^-e- 
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fe^s 2 ommumm^Ltco mui^rnvtcm. ^mm^UM. wiz^^jva^^ 

t) (2 8mg) tbxmco 
(1R^7 0%) 

^H-NMR (CDCI3, 4 0 0MHz) 



6 : 








1 . 


2 4 


( t , 3 H, J = 


7Hz) , 


1 . 


3 2 


(d, 6H, J = 


7Hz) , 


1 . 


5 4 


(s, 6H) , 




3 


0 *5 


— 3 1 5 r m 


1 H") 
J. a J , 


3. 


4 7 


(dd, 2H, J 


= 1 , 6 Hz) , 


4. 


2 2 


(q, 2H, J = 


7Hz) , 


6 . 


1 5 


(d t , 1 H, J 


= 6 , 1 6 H z ) , 


6. 


3 4 


(dd, IH, J 


= 1, 1 6Hz) , 


6 . 


7 7 


(d, 2H, J = 


8Hz) , 


7 . 


2 3 


(d, 2H, J = 


8Hz) , 


7 . 


3 0 


- 7 . 4 0 (m, 


2H) , 


7 . 


4 5 


- 7 . 5 0 (m, 


1 H) , 


7 . 


9 5 


-8.00 (m. 


IH) . 



(3) 2- [4- [3- [2- ( 2-^nD7in;i/) - 5 --f V^D 4 
JiB<Dru\^:^ymmmi^ (2 5mg, 0.0 5 3mmo 1) ^x^J^y-;!/- 

tk (2inL-imL) (Dm^mmizmm^^tcW:. 7mibVf-^j^-'7m<^ (6 
mg) ^m^tzo muizx2 ommmnWi. Rn^^mm^fK^s ^mm^m^4>m 
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'H-NMR (CDCI3, 4 0 0MHz) 
6 : 

1. 33 (d, 6H, J = 7Hz) , 

1 . 5 7 (s , 6H) , 

3. 0 5 -3. 2 0 (m, IH) , 

3. 4 8 (dd, 2H, J = l, 6Hz) , 

6 . 2 0 - 6. 3 0 (m, 1 H) , 

6.42(dd, IH, J=l,16Hz), 

6. 8 6 (d, 2H, J= 8Hz) , 
7.2 2 (d, 2H, J=8Hz) , 

7. 3 0-7. 4 0 (m, 2H) , 
7 . 4 5 - 7. 5 0 (m, 1 H) , 
7. 9 5 - 8. 0 0 (m, IH) . 

mmm e 

2- C4- C3- [2- (2-^PP7 - 5 vrpt^;i/- 4-;t=^ 

2- [4- [3- [2- (2-^^DD7x-;i/) - 5 --f V 4 
^f-\/U;i/] - 1 -7"Dtr:z;i/] 7x-;i,;t^S/] - 2 -t^ ^^l/^D 1^:^ >^ 
:3:^;i/ (4 Omg, 0. 0 8 5mmo 1) 03^^ (8mL) mmz, 1 0 

%Pt-C (8mg) =&iP;tfe^^ 7K^#HMT (^T 8 B#P^M# bfeo 

>#:©^i^^^^il[bfe^^ (3mL) ^tTJ^zK^-fb U 5^^? A-7JC 
mtl (6mg) <SAP^2 Ol^^«l*^bfeo SJi&^^$*?J<^^U^ #i^^^iD^*ID 
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m^m (1 7mg) tvxmtzo 

(2X@lR^4 5%) 



PCT/JPOl/06836 



'H-NMR (CDCI3, 4 0 0MHz) 

6 : 

1 . 2 9 (d, 6H, J = 7H z) , 

1 . 5 6 (s, 6H) , 

1 . 8 5 - 2. 0 5 (m, 2 H) , 

2. 5 6 (t , 2H, J = 7Hz) , 

2. 6 5 (t, 2H, J=7Hz) , 

2. 9 5-3. 10 (m, IH) , 

6. 87 (d, 2H, J = 8Hz) , 

7. 11 (d, 2H, J = 8Hz) , 

7 . 3 0 - 7. 4 0 (m, 2 H) , 
7. 4 5- 7. 5 0 (m, IH) , 
7. 9 0- 7. 9 5 (m, IH) . 



mmm i 

(7-1) 

2- [4- [2- ( 2-^PP7x-;i/) - 5--f V7-ptf;i/-4-;t=^»vy 

mp 1 2 0 - 1 2 I'C 
»H-NMR (CDCI3, 4 0 0MHz) 
6 ; 

1. 3 4 (6H, d, J = 7Hz) , 
1. 6 5 (6H, s) , 
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3. 4 1 (IH, qq, J=7Hz, 7Hz) , 
4.5 3 (2H, d, J = 6Hz) , 

6. 8 9 (2H, d, J = 9Hz) , 
7.2-7.4(2H,m), 

7. 4 7 (IH, dd, J= IHz, 8Hz) , 
7. 6 7 (IH, dd, J= IHz, 8Hz) , 
7.69(2H, d, J = 9Hz). 
7.79(1H, t,J = 6Hz). 

I R vmax (KB r) cm"' ; 

3381, 3377, 2974, 1701, 1697, 1662, 1605, 
1574, 1541, 1500, 1460, 1439, 1385, 1288, 
1246, 1188, 1155, 1053, 1022, 966, 910, 
850, 796, 766, 737, 654, 636, 592. 



(7-2) 

2- C4- [2- (2-^PP73i-;U) -5--<vrPtf;t/-4-:t=3p»vy 
'H-NMR (CDCI3, 4 0 0MHz) 

8; 



1 . 


3 5 


(6H, 


d, J = 7Hz) , 


1 . 


5 6 


(6H, 


s) , 


3 . 


2 5 


(IH, 


m) , 


3 . 


6 7 


(2H, 


s) , 


6 . 


8 8 


(2H, 


d, J = 9 Hz) , 


7. 


3 5 


-7. 4 0 (2H, m) , 


7 . 


4 3 


(2H, 


d, J = 9 Hz) , 


7 . 


5 3 


(IH, 


m) , 
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7. 9 3 ( 1 H, m) , 
9. 3 9 ( 1 H, s) . 



PCT/JPOl/06836 



(7-3) 

2- [4- [4- C2- ( 2 -^PP7x-;i/) - 5 --f V HVl/- 4 -:t 
'H-NMR (CDCI3, 4 0 0MHz) 

8; 

1. 3 0 (d, 6H, J = 7Hz) 

1. 6 6 (s, 6H) 

2 . 0 4 (m, 2 H) 
2.62(t,2H,J = 7Hz) 

2. 91 (t, 2H, J = 7Hz) 

3. 10 (m, 1 H) 

6 . 9 1 ( d , 2 H , J = 9 H z ) 

7 . 3 - 7 . 5 (m, 3 H) 

7. 8 7 (d, 2H, J = 9 Hz) 

7. 9 1 (m, 1 H) 



(7-4) 

2 - [4 - C3 - [2 - (2, A-V^u^y z^-M - 5 - ^ V 7°n 
4-;t=^-!j-V^ U;i^] 7'P 7x^;i/:r^->] - 2 - ^ 5^;i/7'P tfit >^ 

a^lS^inp 100-105 -C 
'H-NMR (CDCI3, 4 0 0MHz) 
8 ; 

1. 3 0 (d, 6H, J = 7Hz) , 
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1. 6 5 (s, 6H) , 

2. 9 5 (t, 2H, J = 7Hz) , 

3. 20 (qq, IH, J = 7Hz, J = 7Hz) , 
3. 28 (t, 2H, J = 7Hz), 

6. 8 8 (d, 2 H, J = 8 H z) , 
7.2 9 (dd, IH, J=2. 9Hz) , 

7. 49 (d, IH, J = 2Hz) , 
7. 8 5 (d, 1 H, J = 9 Hz) 
7. 8 5 (d, 2H, J = 8Hz) 

(7-5) 

2- [4- C3- [2- (2. A-V^uny - 5 vru 

•H-NMR (CDClj, 4 0 0MHz) 

1. 00 (t, 3H, J=7Hz) , 
1. 3 0 (d, 6H, J = 7Hz) , 
1 . 5 7 (s, 3 H) , 

1 . 9 0 - 2 . 1 0 (m, 2 H) , 

2. 9 5 (t , 2H, J = 7Hz) , 

3 . 15-3. 40 (m, 3 H) , 

6. 9 0 (d, 2H, J = 8Hz) , 

7. 3 0 (dd, 1 H, J= 2. 9Hz) , 
7. 4 9 (d, 1 H, J = 2Hz) , 

7. 8 8 (d, 1 H, J = 9 Hz) , 
7.9 0 (d, 2H, J = 8Hz) 
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(7-6) 

2 - C4 - [3 - C2 - (2. 3-$^^PP7x-;i/) -5- VT'Pb:;!/- 
'H-NMR (CDCI3, 4 0 0MHz) 

8; 

1. 31 (d, 6H, J = 7Hz) , 
1 . 6 9 ( s , 6 H) , 

2. 93 (t, 2H, J = 7Hz) , 

3. 2-3. 3 (m, 3H) , 
6.89(d,2H,J = 9Hz), 
7. 4 9 (d, IH, J = 8Hz) , 

7. 78(dd, 1H,J = 2 and 8Hz), 

7. 8 1 (d, 2H, J = 9.Hz) , 

8. 0 3 (d, IH, J = 2Hz) . 

(7-7) 

2- C4- C3- [2- (2-^>Vy^~Jl) - 5 --r vrp 4 

^ityu;i/] 7°p fc::Ri--;i/] 7x-;i/:t=^->] - 2 -p<^;i/7'P t:::t>^ 

mp 135-139 'C 
'H-NMR (CDCI3, 4 0 0MHz) 
5; 

1. 3 3 (d, 6H, J = 7Hz) 

1 . 6 9 (s , 6 H) 

2. 9 6 (t , 2H, J = 7Hz) 

3. 2 4 (m, 1 H) 
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3. 3 2 (t, 2H, J = 7Hz) 

6. 9 1 (d, 2 H, J = 9 H z) 

7. 2-7. 3 (m, 2H) 
7. 3 6 (m, 1 H) 

7. 55 (d, lH, J = 8Hz) 

7. 6 2 (d, 1 H, J = 8 H z) 

7. 8 6 (d, 2H, J = 9 Hz) 



IR vmax (KBr) cm"'; 
2968, 1713, 1680, 1633, 1599, 1572, 1504, 
1470, 1412, 1360, 1302, 1257, 1215, 1149, 
1111, 1032, 964, 849, 816, 744. 

(7-8) 

2- C4- C3- [2- (4- If ';;!/) - 5 -4 vyu\f)l- 4-:t^ 

'H-NMR (CDCI3, 4 0 0MHz) 
8 ; 

1. 32 (d, 6H, J = 7Hz) 

1 . 6 9 (s, 6 H) 

2. 9 5 (t , 2 H, J = 7 Hz) 
3 . 1 - 3 . 3 (m, 3 H) 

6. 8 9 (d, 2 H, J = 9 H z) 

7. 3-7. 7 (m, 7H) 

7. 7 7 (d, 2 H, J = 9 H z) 

8. 0 2 (d, 2 H, J = 8 H z) 
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(7-9) 

2- [4- [3- [2- (l-\i\'t3^i/-2-i-y^)V) - vrptf 



'H-NMR (CDCI3, 4 0 0MHz) 
6; 

1.30(d,6H, J = 7Hz), 

1 . 6 6 (s, 6 H) , 

2.98(t,2H, J = 7Hz), 

3.2 2 (qq, IH, J = 7Hz, 7Hz) 

3. 3 6 (t , 2H, J = 7Hz) , 

6.92(d,2H, J = 8Hz), 

7. 3 7 (d, 1 H, J = 9 H z) 

7. 4-7. 6 (m, 2H) , 

7. 77 (dd, 1H' J = 2, 9Hz) , 

7. 81 (d, IH, J = 9Hz) 

7. 94 (d, 2H, J = 8Hz) 

8. 3 9 (dd, IH, J = 2, 9Hz) 

(7-10) 

2 - [4 - [3 - C2 - (2, 4 --:^^PP7x-;i/) - b - V r^J 
4~;t^-9-y '>l;i/1 -l-rp^-;!/! 7 x:^;i/:jj-:3p^>] - 2 -p<^;i/7'P t^;t 

^H-NMR (CDCI3, 4 0 0MHz) 
6; 
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1. 3 3 (d, 6 H, J = 7Hz) , 

1. 5 7 (s, 6H) , 

3. 1 0 (m, 1 H) , 

3.4 8 (dd, 2H, J = 1, 6Hz) , 

6. 2 5 (m, 1 H) , 

6. 4 2 (dd, IH, J=l, 16Hz) , 

6. 8 6 (d, 2H, J = 8Hz) , 

7. 2 5 - 7. 3 5 (m, 2H) 
7. 5 0 (d, 1 H, J = 2Hz) 
7. 9 2 (d, 2 H, J = 8Hz) 

(7-1 1) 

2- [4- [3- C2- (3-b KP:3ei/-2-:^7^;l/) -5-^vrPfa: 



»H-NMR (CDCI3, 4 0 0MHz) 
6; 

1. 3 7 (d, 6 H, J=7Hz) , 

1. 6 6 (s, 6 H) , 

2. 97 (t, 2H, J=7Hz) , 

3. 2 5 (m, 1 H) , 

3. 35 (t, 2H, J = 7Hz), 

6. 9 2 (d, 2 H, J = 9Hz) , 

7. 3 0 (m, 1 H) , 
7. 3 5 (s, 1 H) , 
7. 4 3 (m, 1 H) , 

7. 6 8 (d, 1 H, J = 7Hz) , 
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7.81(d,lH,J = 7Hz)., 

7. 9 3 (d, 2H, J = 9Hz) , 

8. 3 0 (s, 1 H) . 

(7-12) 

2- [4- [3- [2- (4 -^P P- 2 -h KP^->7 x-;i/) 
7'Pl^;i/-4-:t=^»y 7'Pt^:rr:;i/] 7x:^;i/:t^^] -2-;<5^;i/r 

^H-NMR (CDClj, 4 0 0MHz) 
6 ; 

1.31(d,6H, J = 7Hz), 
1 . 6 7 ( s , 6 H) , 

2. 9 4 (t, 2H, J=7Hz) , 

3. 2 0 (m, 1 H) , 

3. 3 1 (t , 2H, J=7Hz) , 
6.90(dd, IH, J = 2 and 9Hz), 

6. 93 (d, 2H, J = 9Hz) , 

7. 0 3 (d, 1 H, J = 2Hz) , 
7. 6 8 (d, 1 H, J = 9Hz) , 
7. 9 1 (d, 2 H, J = 9Hz) . 

(7-13) 

2- [4- [3- [2- (4-7'P^- 2 -j^PP7x-;i/) -5--f V^P 

b;;i/-4-:t=^t>-yu;i/l yu\^:t=.)\^l 7 3L-)v:t^t/l - 2 -pt^;i/rp b: 
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'H-NMR (CDCI3, 4 0 0MHz) 
6; 

1. 30 (d, 6H, J = 7Hz) 
1 . 6 5 (s, 6H) 

2. 9 5 (t , 2H, J = 7Hz) 
3 . 2 0 (m, 1 H) 

3. 26 (t, 2H, J = 7Hz) 

6. 8 7 (d, 2H, J = 9Hz) 

7. 4 3 (dd, IH, J = 2, 8Hz) 
7. 6 5 (d, 1 H, J = 2Hz) 

7. 7 6 (d, IH, J = 8Hz) 
7. 8 3 (d, 2H, J = 9Hz) 

(7-14) 

2 - [4 - [3 - [2 - (3-^PP-4-lf7j:-';;i/) - 5-^V7°Pb' 



'H-NMR (CDCI3, 4 0 0MHz) 

6; 

1. 32 (d, 6H, J = 7Hz) 
1 . 6 5 ( s , 6 H) 

2. 97 (t, 2H, J = 7Hz) 
3 . 2 2 (m, 1 H.) 

3. 27 (t, 2H, J = 7Hz) 

6. 8 8 (d, 2H, J = 9Hz) 

7. 3-7. 5 (m, 3H) 

7.5 3 (dd, IH, J = 2, BHz) 
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7. 5-7. 6 (m, 2H) 
7. 7 1 (d, 1 H, J = 2Hz) 
7. 8 2 (d, 1 H, J = 9Hz) 
7. 9 5 (d, 2H, J = 8Hz) 



mmM8 

(8-1) 

2- [4 - C3 - [2 - [ (4-h 7x-;i/] -4-^g^;i/ 

B^mm mp 1 5 8- 1 6 0*0 
^H-NMR (CDCI3, 4 0 0MHz) 
8 ; 

1 . 6 8 ( s , 6 H) , 

2. 4 5 (s, 3H) , 

3 . 2 - 3 . 3 5 (m, 4 H) 

6.9 3 (d, 2H, J = 9Hz) , 

7.63(d,2H, J = 9Hz), 

7. 9 1 (d, 2H, J = 9Hz) , 

7.9 6 (d, 2H, J=9Hz) . 

(8-2) 

2- [3 - [3 - [2 - (2, - 5 --f V^P bVl/- 4 

e^^^mp 1 1 5 - 1 2 O-C 
'H-NMR (CDCI3, 4 0 0MHz) 
8 ; 

1.31 (d, 6 H, J = 7 H z) , 
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1. 6 2 (s, 6H) , 

2. 9 2 (t, 2H, J = 7Hz) , 
3.16(qq,lH,J = 7Hz,J = 7Hz), 

3. 2 4 (t , 2H, J = 7Hz) , 

7. 16(dd, IH, J = 2, 9Hz), 
7. 34 (dd, IH, J = 2, 9Hz), 
7. 3 5 (t, IH, J = 9Hz) , 
7. 5 1 (d, IH, J = 2Hz) , 
7 . 6 - 7 . 7 (m, 2 H) , 
7.88(d,lH,J = 9.Hz) 

(8-3) 

2 - [4 - [3 - [2 - (2. 4-P^r3uy - 5 V T-p t^;i/- 4 



( 1 ) 3- [2- (2. 4-$^^PP7 -5 --f vrpfc:;i/-4-:^^ 

■^VU;i/] -1- (4 -b Fp^v7 7°P7-v>-l-::r> 

^X^bfeTHF ( 1 5mL) t 6 0 %7K^{b:^ VV^h (120mg, 3. 0 
Ommo 1) ^iUttzo MV^T2 - [ ( 4 -'^>i^;i/:t='Pi/) ^y^J^Jll mm 
(900mg, 3. 02mmol)©THF(15mL) mm^3 O^m 

;i/-2- (2, 4-i?^DP7x::i;i/) :^r^'^'J~)l (1. 20 g, 3. 00m 

moi) ^m^tzo mmmm%yizx 2 ommmmmm\^tz'^. ^uizmi^Tu 

F^m&'^^htco mm^Wm. (7. SmD -am^ (2. OmD §j)n^5 
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^H-NMR (CDCI3, 4 0 0MHz) 
6 : 

1. 3 2 (d, 6H, J = 7Hz) , 

2.96.(t,2H, J = 7Hz), 

3.22(qq, IH, J = 7H2,7Hz), 

3. 2 5 (t . 2H, J = 7Hz) , 

6 . 7 7 ( d , 2 H , J = 8 H z ) , 

7. 29 (dd, IH, J = 2, 8Hz) , 

7. 49 (d, IH, J = 8Hz) , 

7 . 6 0 (b r s , 1 H) , 

7. 76 (d, 2H, J = 8Hz) , 

7.84(d,lH, J = 8Hz), 

(2) 3- [2- (2, 4 -->'^ PP7x-;i/) - 5 - ^ yti 4 -:t^ 

itv^U;i/] -1- [ (4-$?^5^;i/f-:tjj;i/>>^^>f ;i/;r^'>) yun 
y- 1 -;ji-> 

±f3®7 ;i/g|##: ( 1 . OOg, 2. 4 7mmol). 4-i^^^;i/r 
^/t:Ui^>(30mg, 0. 25mmol)s h U ^ > ( 0 . 7inL 

, 4. 94mmol) ^ d r y i^;r=3p-l^-> (5. OmL) t^^^^fe^s 
T}=Ti^'fbi^^5^;i/^:t*;i/>'tt^;V (3 6 7mff, 2. 9 7mmol) ^MX 

K:Ti^®i-r5ci:-^±l3©«IM<b^ti;&t»iE€!^ft*^tJ (1. 1 5 g) i:b■r^#fe 
o (iR^.9 5%) 

^H-NMR (CDCI3, 4 0 0MHz) 
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6 : 

1. 3 1 (d, 6H, J = 7Hz) , 

2. 9 8 (t , 2H, J = 7Hz) , 

3.2 0 (qq, 1 H, J = 7Hz, 7Hz) , 
3 . 3 6 ( s , 3 H) , 

3. 3 9 (t , 2H, J = 7Hz) , 
3. 4 6 (s, 3H) , 

7. 1 5 (d, 2H, J = 8Hz) , 

7. 3 0 (dd, 1 H, J=2, 9Hz) , 

7. 4 9 (d, IH, J = 2Hz) , 
7.8 9 (d, IH, J = 9Hz) , 

8. 04 (d, 2H, J = 8Hz) , 

(3) 3- C2- (2, 4 --':^^PP7x-;i/) - 5 y ^-p 4 -;t 
^•»v^U;i/] -1- [ (4-S^^^;i/:;t7;i/;t^-f ;i/;^;i/7y-;i/) 7xr:;i/1 y 

±l3®^:^*;i/n^^;i/#: ( 1 . 1 0 g, 2. 2 4mmo 1) §n-x h^T^ 
:^7> (15inL) Kl^^^-frfe^. P«3fi 2 5 0 "CJCT 8 I^r^iPitii^ bfeo 

/mm:^^)i =3/1) (3 It hmmt^ ^ t x'±m(DWMih'^m^wn^^^<^ 

(3 5 Omg) tVXmzo (iR^31%) 
^H-NMR (CDCI3, 4 0 0MHz)' 
6 : 

1. 3 1 (d, 6H, J = 7Hz) 

2. 9 8 (t , 2H, J = 7Hz) , 

3. 0-3. 2 (b r, 6H) , 

3. 1 9 (qq, IH, J=7Hz, 7Hz) , 
3. 39 (t, 2H, J = 7Hz) , 

7.3 0 (dd, IH, J = 2, 9Hz) , 
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7.49(d, IH, J = 2Hz), 
7. 5 8 (d, 2H, J = 8Hz) , 
7. 8 8 (d, 1 H, J = 9 Hz) , 
7. 9 8 (d, 2 H, J = 8Hz) , 

(4) 3- [2- (2, 4-f^^PP7x-;i/) - 5 - ^ y 4 
•9-\;U;i/] -1- (4-p<;i/:fa7'h7 rP7l>-l-:t> 

±IB®:3b;i/>'t^ ^;i/^iti: (335mg, 0. 68mmol) d r y p< ^ ^ 
(8mL) izmm^'&tz'^. 0. 5N MeONa (2. OmL) <^JP^20B# 

mizm^cDWMih^m^nn&^mi^ (27 7mg) tLxmtco mum9 1 
%) 

^H-NMR (CD C I3, 4 0 0MHz) 
6 : 

1. 3 0 (d, 6H, J = 7Hz) , 

2. 9 6 (t, 2H, J = 7Hz) , 

3. 1 6 (qq, 1 H, J = 7Hz, 7Hz) , 
3. 2 4 (t, 2H, J = 7Hz) , 

3. 6 0 (s, 1 H) , 

7. 2-7. 3 (m, 3H) , 

7. 4 9 (d, 1 H, J = 2 H z) , 

7. 8 4 (d, 2 H, J = 8 Hz) , 

7. 8 7 (d, 1 H, J = 9 Hz) , 

(5) 2 - [4 - [3 - C2 - (2. 4--:^^PP7x-;v) -5-^vrPt^ 



77 



wo 02/14291 PCT/JPOl/06836 

±13 (4) •C't#e)tlfe3- [2- (2, 
Dif;i/- 4 -it^^-y-y -1- (4-^;i/*7*h:7x-;i/) uny-i- 
mumi(0 (2) . (3) i:|qia«:;&^l3ct b#IB^b^tl^#feo 



^H-NMR (CDCI3, 4 0 0MHz) 
8 ; 

1. 3 0 (d, 6 H, J = 7Hz) , 

1 . 5 2 ( s, 6 H) , 

2. 97 (t, 2H, J = 7Hz) , 

3. 19 (qq, IH, J = 7Hz, 7Hz) , 
3. 37 (t, 2H, J = 7Hz) , 

7. 2 9 (dd, IH, J = 2, 8Hz) , 
7. 48 (d, IH, J = 2Hz) , 
7. 55 (d, 2H, J = 9Hz) 
7. 86 (d, IH, J = 8Hz) , 
7. 9 0 (d, 2 H, J = 9Hz) 



(8-4) 

2 - [4 - [3 - [2 - [ (4-h U 7;i/;tP><^;i/) 7ji-;1/] -A-^vr 

^H-NMR (CDCI3, 4 0 0MHz) 
6 ; 

1. 3 3 (d, 6 H, J = 7Hz) , 
1.68(s,6H), 

3. 15 (qq, IH, J = 7Hz, J = 7Hz), 
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3. 2-3. 3 (m, 4H) , 

6. 9 4 (d, 2H, J = 9Hz) , 

7. 6 4 (d, 2H, J = 8Hz) , 
7. 92 (d, 2H, J = 9Hz) , 
7. 9 9 (d, 2H, J = 8Hz) , 



PCT/JPOl/06836 



lllf|g^J9 

mmmm 
I. m^:^m 

(i)ppARo. dmmtm(Dmm 

Um^t-^m C^JIg091~6St5K»I©PPARdT=f-;^ h(DL - 1 6 5 0 4 
1 (Berger, J. -ffe, (1999) J. Biol. Chem. , 274: 
6718-6725)) (DFFARa. yJSLt^d^mhm^UTcD^'Dizm&ly 

1) um 

Ty^)-^% Y^)^)\^mummmu (cv-im) ^it:k^tmm.^m% 

^:3r>>F (DMSO) J3^«|b, ft,§IDMSOa]^0. 1 %T♦M^K:ffil^feo 

2) :r7X ^ K 

S^^lg^ST-v;^ ^ K (GAL 4 -hPP ARa LBD^ GAL4-hPP 
ARr LBD^ GAL4-hPPAR<5 L B D ) , l/jJ^-^-r^;^ ^ h* ( 
UASx4-TK-LUC) , h e^^— If^-ir^j:^ ^ K (/?GAL 

) {iKliewer, S. A. ( (1992) Nature, 358 :77 

1 - 7 7 4) tnm<D^o^^m\yr^o 

3) h^>;J^7xi?i/3> 

cv- im§ 1 2 X 1 Q^m^mm^^-^, 2 4»>x;i/^^r 

W-h(3j#^, 24^r^, 4%Ji^Be7Mfii^ (F C S) ttOPT I -MEM 
I Reduced Serum Medium (Life Technolo 
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gies) 500a 1/we 1 lTJg«L/feo !fn.mMmM<DOF T I - 

MEMT•m*^5l5V^, DNA^W^^ (.1^:^J\^ (2 5 0jul^ mm) ^fet) 
, likr<Dm^^^^t^^(0 ;0. 0 3Ag©GAL4-hPPAR(5 LED 
, 0. 2 5>tzg6!)UASx4 -TK-LUC, 0. 35//gOy5GAL^ 2/^1 
© >; 7 X ^ 3 >^^D M RIE-C (Life Technologies 
) , iltl^^^OP T I -MEMtC^^b, ^^-^ 3 0^^i^gb/fe^)®D ^tt 

bT, 3 7VX' dmmi^mvtzo 

DNA^W^§M^I^§, iSM^b^t) : 1 0-*M^§V^{±l O'^Mfc^ 

^^vi^lO O%DMSO(3^|gbfe*)0) ^^tf 4%F C S -OP T I -ME 
M 5 0 0/zllCiffe{C255^b-C^e)tC4 OBtK, 3 7°C-e:^#bfeo 
5) l/Jj^-^-^ife^^ii^^;!/®*!!^ 

TO^^^t, PB S■r?2|iI^5feofe^, iiMil!^^l|l|^fV>, l'>x;i/^fcD, 
;v^>7i7— IfrSttiU^fflnf^bMtt (2 5mM Tris-P04 (pH 
7. 8), 15%v/v Glyserol, 2%CHAPS, l%Lecit 
hin, 1%BSA, 4mM EGTA(pH 8. 0), 8 mM MgCl^ 

, imM DTT) 1 0 0 1 ^^inbt, ^?a-e 1 o^^Mbfco ^©^-^ 

QOjul (l^^ytiP-y ; -^yt^>P->t±m) <^»b, MLR-lOG^v 

-Hf«S) ^^tofeo ;i/$/7x7— ^f^t^s^o»i:lll^^cJ^^•r:fev^fey5GA 

L©mi^#AK:J:SMt4^3iS&«iJ^b, jb^i^Mfc J; s;i'S^7 x7— g« 

^'-^^'&(Om^:^mit, 5 0 ju 1 0nimi\jU.n^mi3: 9 6 'i7x;V7°V- h 
mb, ONPG (2--hD7x-;i.-/3-D-^/^i^ht:^yi/K)^?^10 

V^feDMSO (0. ©5^-?!Mbfem©;i'S^7x^— tftgltjji {U 
y hD-;i/ffi) ^0%{3, nmM: (PPARarlO-^M WY -165041 
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,PPARr:10-5M Ros igl i t az one> PPAR<y 1 0-*M 

L - 1 6 5 0 4 1) fMbfciij}So;i'i^7x7— ifrSi4*i?£ o o%tvx 

, jfa^6«j«cppAR?si4^bti^^aibfeo 



IU2 5] 





P P AR a 


P P ARr 


P P AR<5 




9±1 


2 7± 3 


8 0± 1 0 




7 5±4 


5 1±3 


9 3±4 




1 0 


1 6 


1 9 




3 5 


2 6 


2 3 




5 2±7 


3 6±3 


1 1 4± 1 




9 8±6 


9 3± 1 


1 0 9± 1 0 


L- 1 6 5 0 4 1 


2+1 


1±0 


3 2± 1 5 



pp ARtstt^btfe : nmn-^ 1 0 o%}L\.fzh^(Dm%m. 
ppARa. r^ 6^'&L^m(Dm^u.mmi\:i^mm&t^io-^u0m 
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[^2 6] 





F Ir A K a 


P P A R 7 


P PAR 0 


^Mm ( — 4 


1 


0 

2 


8 6 ± 1 0 


^MItII 7 — 5 


1 


2 


5 8 ± 1 4 


^Mm 7 — D 


8 


1 9 


9 6+13 


^Mm 7-7 


1 


9 


6 5 + 2 


^MWl 7-8 


1 


2 6 


5 8 


^mm 7-9 


8 


5 + 1 


8 0 ± 5 


cfcf jjfr* /t;ii rr H n 

^JE^?!I 7-10 


3 


1 


7 0 


mmM 7-11 


2 9 ± 3 


1 8 ± 4 


8 5 ± 1 


( — 1 /i 


0 ± 1 


4 


7 9 + 2 


mmm i-is 


1 


3 


8 1 


mmm 7-14 


2 


1 8 


5 3 


L- 1 6 5 0 4 1 


2±1 


1±0. 0 3 


3 2± 1 5 



m2 6i?^m^if?^^di^s *^B^fla^ti mmm 7 - 4 , 7 - e , n 

JI«ai7-ll^){iL-165041 i:J±^s ll^xy:-?tiJii±cD^:tf:&PP A 

Rtf^Slft-fbtl^^-rs^ t>b^'0^e>*^J3/feofeo ^;fe:$:^B^'fb^t/ (^»J7-4 
, ^JS1^J7-12^) ^coV^-C(i^ PP ARa:Rt>*rrSmbtil3l:b-^. PPAR 

mmm 1 1 ■ 
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[^2 7] 





PPARa 


PPARr 


PPAR<5 


mmm s - 1 


1 2 9 


5 


8 9 


mmm 8-2 


1 2 6 


6 2 


5 3 


mmm 8-3 


12 0 


3 1 


9 7 


mmm 8-4 


16 6 


8 6 


1 3 2 



PP ARa : WY- 1 4 6 4 3 (10-'»M) 

PP ARr : R o s i g 1 i t a z o ne (lO'^M) 

PP AR(5 : L- 1 6 5 0 4 1 ( 1 0-"'M) 

^2 7d*^Bje>^*ct^tc. sfc^B^-fb-^ti immms - 1 --mmm 8 - 4) it 
L - 1 6 5 0 4 1 tit-<i. m^:^i±^n&L±<D^:bi3tPP ARsmm^m^m-r 
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M ^ © IS H 

1 . d^o-m^ ( I ) ^ 



PCT/JPOl/06836 




— CO2R8 



(I) 



m^s s (0) p iv>\to--2(Dmm^mto ) s c (=o) s c (=n-or'' 

) {R'\±7mm^^\mmmi--8(DT)\^^)vm^mto ) . c (=o) nh 

s NHC ( = 0) > SO^NHs NHSO2, CH (OR') ( R' M^JI? Xt± 

mmm.\--8<DT}\^^)vm^mto ) ^ cH = cHs ^u,c^c^m.\y^ Yfis 

?5Slti^^^«bs R=']S:tJfRni-^ti^M^?:bTgm*<£*bTV^Tt^V>M^ 
ft 1 ~ 8 ©r;u:3e;i/S^^bs ^ bTRM**«Jg^X(ij^*iSc l ~ 8 

mbx Xi3{)*i!gA?^©a:$. X^JiO. S (0) pT-^<s *feX^*»C ( = 0 
) NH®i:#^ X2y:^■^^T•J5^V^o ) 

1? * ^ ti 5 'fb'&tlX H: ^ © 
2. i>:©-« (IDs 
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'Z' — C— COfeH 



(SB) 



0j\n^>m^x'mm^tirz^mm i ~ 80t)v^)i&s ^mm. 2-8 cdt;!/^ 

bTAD^>j^?, z(c^«x -hD«, ^-^y^s i^miSjl ~8®r;i/:^;p»s 

1 ~ 3 m(D/^u^>m^X'm^^nrcmmm i - s ® i ~ 8 

;i/=^;i/a5;9'©;^^^l-4) s 7x-;i/Ss :^7^;^S^ IfU^^Ss 

s x»'zitjfx'^tt^ti^n^AbTM^#s s (0) , icLito^2(Dmm^m 

to ) . c ( = 0) . c ( = N-oR'^) (Wit7mmi'^it^mmi--8(D 

TJV^Jim^Mto ) s C ( = 0) NH. NHC (=0) s SOaNHs NHS 

Oi, CH (OR'^) iR'''itykmm'fynt^m^i'^s(DTjv^)m^mto 
). cH=cH^ xttcsc^sbx Y'\tmm&thx^mmi'^8<D-r)v^ 

^n^tim±i^xm^&t bT/Npy>ii?x{ij^^^i'-8 0T;i/=i^i/S^ 

^bTV^T 'fe^V'*^^^ 1-8 (OT))y^))ym^miro 

{Bb^ X^i:(^3^^^©i:§x X*='{±0^ S (0) ^Xi3i<. ^tzX^'i^C ( 
= 0) NH©h§^ Xl=*H:^■^^■T?^tV^o ) 

-e ^ ^ ti ^ ^ -9- - ; u ii # X ^ © ^ o 

3. x''i^i^^^x&?>mm(Dfg&mm2mMm<D-t^v-'j-;immi^xit^.om 
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4. X^'i^m^^s C ( = 0) ^ C ( = N-OH) X C (=0) NHC ( 

= 0) , CH (OH) xacE=cEX'^^m^<D^mm2mjn±m3mmm(o 

5. R^'ifimm^t[yx^\rn^ymi'. im&s - hum. r^jm. mmwn 

8. ^*:®-ja9:^ (III) s 



^mik2'>^8(DT)l^-)Vms 3--7mM(Ot/^VT)V^)V&, 3~7 

\ux/^u^>mi'. 7i^m&. -hoa, 7'^/»^ ~80r;i/:^r;i'as 




(III) 



wo 02/14291 PCT/JPOl/06836 

;i/=^;i/g|S^0J^^iJ 1 ~4) s 7x-;i/^, \^^)'J)Vm. 

s X^'^^ti^X'^Mi-^n-etiJIfeitfCi^^^s S (0) , (rH:0-2®m<§&^1- 
0 ) s C ( = 0) s C ( = N-OR^«) (R2««zfc^®^X{i^^iCl'-8©r 

;i/^;i/*&^-ro ) s C (=0) NHs NHC ( = 0) s SOaNH^ NHSO^ 

, CH (OR") {-R^'},t^mm'?^it^mmi--s(DT)v^)im^mTo ) x 

CH = CHs X{±C = C$^bs Y'\imm^t\yX^mWil'-'S<DT)V^)V& 
< Ji;^^^ 1 ~8 CDT;i/n^S/S<&^bTlNT%^V>^miC 1 ~ 8cDr;i/^ 

^tim±vxmmmt vx/^u^ym^xi±^m^i--8(Drjin:^iy&:^mL 
{au> x^'^m-^^ot^s x"y:o. s (0) ,xi^<. t.tzX''i^c ( = 

9 . X2'^)5^^^-t:afe:|)a»5l$©«5ffl^8JSfB«cD^T^/-;i/g|##:X{i^®^o 
10. X^'t^m-^^s C (=0). C ( = N-OH)s C ( = 0) NHs NHC 
(=0) . CH (OH) XttCH = CHffeSlt5fe©|gH^8X«9]SfBI80^ 
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